Ochratoxin A (OTA) , which is a mycotoxin inducing nephrotoxicity and urinary tract tumors, is genotoxic and is metabolized by different P450 cytochromes and could also be conjugated to glutathione. Implication of cytochrome 2B was tested by induction by phenobarbital. DNA-adducts formed by OTA were analyzed : (i) on human bronchial epithelial cells pretreated by phenobarbital (ii) in vitro, by incubation of pretreated rabbit liver, kidney, testis and urinary bladder microsomes in presence of DNA, OTA and NADPH. DNA-adducts are preferentially formed in cells pretreated 24h by phenobarbital (4 times higher compared to non-pretreated cells) and exclusively by microsomes arising from rabbit organs pretreated 8 days by phenobarbital. PROD activity (reflecting 2B cytochrome activity) is enhanced in liver and kidney microsomes after phenobarbital pretreatment. Moreover, ECOD (reflecting 2A activity) is increased in liver. In the other organs (testis and urinary bladder) these activities could not be detected. We have demonstrated in this study that increasing DNAadduct formation is not exclusively due to induction of 2B cytochrome activity but also to increasing activity of glutathione transferase activity (GST). Actually, addition of etacrynic acid, which is an inhibitor of GST, in cells medium simultaneously to phenobarbital, considerably reduced DNA-adducts formation. Metabolites of OTA have been analyzed by HPLC. Two of them are similarly formed in cells culture and after microsomes incubation, and seem to be correlated with DNA-adduct. Interestingly, etacrynic acid stimulated OTB (dechlorinated OTA) and Otc~ (OTA without phenylalanine) formation. These two metabolites are less toxic than the parent compound.
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Ochratoxin A (OTA), is a mycotoxin produced by fungi of AspergilIus and Penicillium species. It's a food contaminant found in cereals, beans, dried fruits, coffee, cocoa.., and in human and animal blood all over the world. OTA is increasingly regarded as the main causal agent of Balkan Endemic Nephropathy (BEN). In addition to its nephrotoxicity and carcinogenicity, OTA is immunosuppressive, genotoxic and teratogenic. It also interferes with blood coagulation and carbohydrates metabolism. OTA toxicity is related to its property to inhibit protein synthesis by competition with phenylalanine in the reaction catalysed by phenylalanyl -tRNA syaathetasc. The toxic effects of OTA are also related, at least partially, to oxidative processes. The public health implications of involvment of OTA in food contamination and the difficulties in controlling toxinogenic moisture pusched us to find ways for the reduction, even abolition, of OTA -induced toxic effects. It was then interesting to study, in Vero cells, the effects of aspartame, a structural analogue of both phenylalanine and OTA, on the main OTAinduced toxic effects. The results of these investigations showed that~ in Vero cells~ aspartame (100 -1000 ~xM), when applied prior to the toxin, prevented by 50 % the inhibition of protein synthesis induced by OTA (10 -100 /aM), after 24h of incubation. The cytotoxic effects (neutral red test) produced, in the same cells, by OTA (50 FtM) after 48h of incubation, were largely prevented by a 4h -aspartame pretreatment (500 ~tM). A 24h aspartame pretreatment (5001aM) also prevented the lipid peroxidation (MDA assay) induced by OTA in Vero cells, after 24h of incubation.
In conclusion, aspartame seems very efficient, in Vero cells, in preventing the main OTA -induced toxic effects.
